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( (A-X) 2 + (B-X) 2 + 
fit, X= (A + B + C) /3 
2 ] ffiW& Ml* 3 0 0 

[is*« 3 ] MiB*s*ffli©rtaaiR was* 5 0 



fcfetta ^'Jif^;i/ep'j v y en-sum (faBMtfA 

%s n$m&B%, BM>m«itfic%) tfreoafcfcfc 



(C-X) 2 ) 



'X£0. 5 



10 igflW l m 2 ^ ; &> , a-;Wi:^v^U >y h 3 0%, ^6 
SilS 7 g/m 1 Wil«32 0 0ml /#T*M 

0 2 - 5 * D 7 'J XDW^&Wltf 5 0 %«±T« 
*«cfc*^fc^*|||*«i7!(S3K:ia«©'t»ffi* 
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m©f£,m 

[00 0 1] 

ft^m&mco^ffiZ'&mzmn loo, 3§#t)»;:x 

y FF^yy2>^£ft£*i£fc:t,, ftDxyFF^y 10 
[00 0 2] 

[fi£*©8ffi] &*fr?K gjfi^iffc&i^-ni, 

[0 0 0 3] S*7J;i*l5>©§i{i, ifo^©^ 7U7 20 

^y& if (Di&ttVoMZmZ-f •§» c 4: %±ig{cr*m 

t. hpm) tpftfn, se*©a#fSiJ:Di!©as*ffi 
[0004] wteBflc±aB*nT^*i»s*»ois» 

£>Fy) /S2-3^D^D^iJ>CD|^S'i4(C« 

0 0 0 F y) ©#jB£V\McS/ + — "/{CfrS *\tfH 
PM©ttHg©#LIILt&.S>o 

[0 0 0 5] a»*P*MHfc#LTtt, fi£*©-fe;l/P-X 

L fc 3St# tt V^1\ 40 

c ©H P Mft^Vte^mM-bJl'V-Ts, V P- 

h y ;k * y y«©-&$&©iSMtf ±ft i;^oT 

BtoXte, «JittKflEnT*9, ttHB6 1 -9 3 8 0 

1 IHT 4 - 3 0 0 6 3 6 fctt, 

y K-r* c tte j: «3 #y ^;i/*>iftosfektttc<fc*}S 

[0 0 0 6] HPMOfRCtf^HIII? 
ttTV*©;&V SJWa*f^#f^fi:Wrs H e nders 
o n eo^LHy^-D^+^fii (Blood 50 



3 3 14 8 6 1 
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Pur i f. , 1 ; 3, 1 9 8 3) T?365, £©#*.{;: 
<fcfttfiS*r7 3D-r FtffcSISiBc-rftfiWftiiSfcL 

xyFh+i/ytffffflU $mfrt><DJy*~uj*y 

(i L-D tfs^ttmstu *n««wt9«ifijf>39 
-vxommz&c u zrcmt&m'&imt^T. i ©$s 

HIilJ$£#'\©7 3D^ K&2S©££fcM*cfctf;S£ 

«*§f*©g14{L fe«tt/HiiJS©l*:^««SgfT (»«fS«SS 
fr£©xy Fh+yy©^^©*^) «$te«fc!?W4W 

& i l- i mmmtf&v&wmcmzo 

[0 0 0 7] frfrZ^micttLXl*, HBHHr>l/D- 
§l?l&£ffiA£#T^3fc&fl»e>©xy F h+yy 

•So 

[0 0 0 8] £fc> HPMtH if[l$j§#T#5©l±»£lfo 
*-a^©»j^«0»»*» 6lfil*»ft»«Dlfll«aEA 
«"^»4ilii««««ltEE»c*,l»to6t*, ifii«ffipf«rjfiT*ttBI 
EKftoTbS^affSilll^BOiSaKl^f *' B a 
ckf i 1 tration' MMktf&HZZL ttfftiZtl 
T&tK C©j5fr5t>Jfil»^©xyKh*->yftA©fe 

h H PM»«D*J«il«fflOJB#»T*ttX> F F*yyK 
ft«tt*«««a©*«WV»C fctf*£StlTV*o (T 
rans. Am. Soc. Artif. Inten. 0 
rgans, 35 ; 3 3 1, 1989) 
[0 0 0 9] llT'IV F h3ri/>tl&s 
©«He&*© y #$«g & 5 Wi * CD * ^ «[ t? 

d , jgis * ft/h©7 9 y Mi y if f a -ps 

MIE©^*Sf5 LTHE*SttTV*#y y^ 
^Jltxy F h*'»©lfaJltt*fi!|ET?#* 1 b©T?tt 

-©2«fat««ffl-r*ci:^jtig?nT^s^ 
[ooio] tit, mttmvm&^jyvmmitmm. 

nrvSo L^txy f F+yytfttM:^©^ 
i»KimisnTv^fc©iB#t)S?)x anw^B, « 

[0 0 1 l] cn»cJ*LTIW5©Se*SflSi:bTHi^* 



5 

KHiaHP5©xy F h+S/yftAtffelRStU frofif! 
®(c/i^^5^pyse»1-* (3 3*oyJKT) 
^fc*©*t?ife 5 , c ©«te-ffi©fcffi%£ UfcfcttT* 
xvF h^i/^WfcffiA-rsSS^^K^So 
COO l 2] d?U7;l/*^I?©fe<Dii:xy F F*-> 

^saiiiiJfe^-rsaiBkbTtt, W7-i 1 6 a 

{UN 1 1 Tffl ^ s a fj >®m 3— Mc<fc auto 

©T'fct&lA, 

[0 0 13] 35 fc. x>Kh*^:/©»R!ft2W!|fcLT 
tt, fc*f-S»Hje# 6 5#, 5^§, 

4 4 6, 1 9 8 7) SaWitfU S^yEStf 
¥5-3 0 5 1 3 9) Ctl6{iX>Fh+^ 

[00 14] 

[^tfJSRLJ^fcTaitBD drift 
&lbf$fc:, /J2-5^u^d^u ^©WSfcffift^fSS 
Jt©l»*ffig{i:«ftO'0 fe % a*f«fflO*^ jfii«[ffl!lfc:^S 

[0015] ^fr-swiftiSKfe-rafeftKfattWLfe 

Loot, ^$»6ifa$llK©xyFh*^y©?§ 

sft*a'<-rc:fc*i»Hnii:4*ci:*a^fflbfto 

K, *£fc«©8a»i*#^F^»@«8*S3:ftu\ 

h ^S'Vfclfiib Ufa c ££ji^tfJ Lfco 
[0 0 16] £fc, eiK»i:LT5Sf»«««r*KiHF 

>#HR*"f*©W\ xyKh+so/tf, x>FF+-» 

n-ftffe-^yeFAojfimijfcSijfcLT, &a*s»j< 

ttffifc8HHt*»ofc«>fc*a.6*i*„ * 

( (A-X) 2 + (B-X) 2 + 
1U X= (A + B + C) /3 
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* [0 0 17] ££t<:, fliffi©HPM©&B#teT?&*ffi 

ti?$y>wmi% (.ftfmzjsw) ©a»ttks**x 

fT^fflTL^cgAtfcxy F H**>^»£»tTt)llljP» 
10 Slt^Lfe, 

[ooi8] «fffi*^ffi©ai?L»jiwtt, wn^mmm 

lc «k 5 ef>S**S*jSSti: * i^T, / X;l/fr 5> RttfJ S ft 

«W4?L***tx c©lffl?L£J:*i£14£«$!&*fc:<fct) 
x> F h*i/y©®*t^iiiP?-iiac fctfif** ^# 
20 *.5fta 0 

[0019] ftmm<Dffln<Dvmit, s em, m^mti 
£&©, fesv^i^nfcm^©^^^-s em, fgm 

EM) T?©«£tf 1^7?&oTfegfc©f*¥8ffi-e 

n«„ 3:fc, BETji, *fiJEX»fcJ:*aHL*©*>© 

n#n&£t a fc*b®im<DmMMmimm?%>^ tz a &± 

^ox> F h*^yKJfr«Wlltti:ff API 

[0020] *mm*. ±mco%imcm-32-ztbicmi 

[0 0 2 1] *Mf§0J«, ^S^M^Wfig-r 

40 ^±gjj5E (ggMjj 'J Z2kj> >&aia t £ 12 ex;i/ 

zk^aiJ f y^MMt 5~2o Mzl<i£Bi^ 
•gfea^gflt^ u 2JkMZ%m3££MBt£ 9 5-8 

©#^^ (rt^ffi^A%, ^Sffi^B%, m*K»«<c 

-So 

(c-x) 2 ) !L/x^o. 5 



(4) 



^#1^ 3 3 1 4 8 6 1 
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[0022] ffa&*fflKttic*t'Tttx mm^frm 
<Dwmm* 300 mvttwmsiX'W&t w% 

[0023] &m%nmmmias^xi&, t/oEfp&m 
oftm&Rtfttmmz 5 o oofeconTMwmxwm? 

[0024] jffii^^si^fcfe^Ta, Huie^^M 
*imLrcftg.ffimnx* i m 2 ot^a-zvK'Nv h * 

'J -v h 3 0 %, WBn.Mg.7 g/m 1 ©^rttfSfcSIBS 2 
0 0ml /#T*?5itU jgJSjJfEai 10ml /^TliJi^T 

5 0 %W±T*fe* 0 
[0 0 2 5] 
[00 2 6] 

[0027] ffa&&tijgtatic«t/ v r& WiH+aswi 

[0 0 2 8] KT, jwessa^SOTtcgttfl-rso 

[0 0 2 9] ^§§a±^MMLlMLlMzl<!aS^ 
'J >JRS#?-efcfti*BK: 

[0 0 3 0] *3&K<P*gfeBSK:tt. jlzkj^i^^ 
&;ftiJlfx;l/tfpiJ K>*St->a„ #'JfcTxjbtfpU K 

[0031] *3BBi<p*g*flt»wra ^tt^ re 

g/foft 'J X2k£ ^ # 'J H'x;l/lf P 'J k >© 
m K^*£l7ktta^Tft&fliJgx;l/t;piJ K> 

©s^nsa 5~2o mm%. &jm^=fr^^nm * 

( (A-X) 2 + (B-X) 2 + 
flU X= (A + B + C) /3 

5il^§5o U^Ottfct, 0. 4ttf-efe5. 

4^ coattsto&wtt (rt*iB, ftitffi. k^ihi 
©flavin i^b guggp^affltc ^o e_;i/trp u 

C©:i£©teff:*:gW3 g»SBfflg) dg»J tfx;l/tf p U 
£><Dtimtti%~X\ ^affiCD ^U gr.;l/tf a U K> 

[0 0 3 4] «©£«<&© # 'J p U K> 



* #'J y%aftfr?©*jf 9 5-8 0 mm*?*, 
&> ^'Je^iil/tfp'J K^ ©**ntW 5 SS%*»T*fe 
S^tcti, xy K h*'»R*tt«fe*t>©<3!)*^ 
©@Wfc*SHPMfcLT©+#4»Kj8ffitttffct>tt 
^uifx/i/bfpu K> gy»<r*tf 2 nfit%»M 

. LV^W*t4 12-1 6li%f$^o 

10 [0 0 3 2] fcfc, ffltettfl fl'J bTx/l/^p'J K> fl» 

*»»u$-fl:u *fettaa*»«»c^-»j»*-&, 
xjk^p illgg afeWfe »&r set # t? 2%o~7tm 
zk£ yMS££W ifr tc ©&## 1 5 5?.*© *rer 

20 #t) , NMRt'lt U tok If P U Ky f fett ^SWg- 

<5fn©7JStc <k o T $> £H£=jldZM22 h'y cnismmii 
*»#*3bV *Sil<:fe^Tii, flj^gp ^ij tf -;Vtf 

[0 0 3 3] Sfe, *«WOf2S*«tt, M©I*1^S. 

4iM»tfwttfnaiKfcfetta ^u tfx;i/fcfpu k> co» 

30 (^as^A%. na®^B%, m&mffiQ,%) 



(C-X) 2 ) _/X^0. 5 

FT- I R#*rfcJ:Dlt©rt«Bu fH^ ^ffifc^ 

40 Q£gMftg) fl'J e'x;blf P'J K> g)^&^g>a!lgg)«K: 

[0035] *%w<D^&mtt. m<Dmm*3 ooe 

3 0 0 ft<Dt?Mffith3H6!-9-« i: * , W 5 fr£K» 6 
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[0036] *%m<o*&mt&. mvtammmm 
mz 5 o o ofevwf-mmix-ffimtz 1 mzmc 

fltiST-fc* c i: fcjfci* U <fc o fc*58W©*$ *«« 
fcfc, 7L©glS3:D #«2 3WK,MKJB«S 

[0 0 3 7] -ttWte. K«liia3iSa*?«« 
m (SEM) fc£*ff»Wir*Wefc?K *Pfc43l/> 

■r*»K«fc*iii«ii^o»w*iHia-r«fc«>fc:tt, m& 

tt. M©¥?ttt©fMB* 5 0 0 0fi5©W?Si«StlC <fc D 20 

Ltco llT\ TL&V^ftL&^fcW:. 5 0 0 0{g©J£* 
We®*WRfitf 0 . 2 mm Lfc#&, 4O0ty 

^7. h o-AW±©?L^^##ftL&^e: fc**B|rr 

-So 

[0 0 3 8] *^BB©*S^tt, BW#ftjim~8 0 
\i mT'$ D > ^HA^ 100/im~5 00 jj m©RRJB© 

*ffiWKttSWWKJ§-«Bfi^a6**6, »«©#»$» 

**fi±*«*tett§w*Ttf*cfc#as*u »tt 30 

< immtt 1 5 /xm~4 0 iimV&K), ^2 0 0- 
3 0 0 (imt'^, 

[0039] *5^©«t»ffl3Wii*^«ufertaaBi«i'T? 

1 m* ©^S>a— ;Wcv7 h * 'J >y h 3 0 %, MSKzI 
S7g/ml <D*tkm*ffim2 0 0ml /^flU ft 
MffiM 1 0 m 1 /#Titi®£frofcB#©, *iM£*© /S 
y©wv^»tt 5 o %jw±i?**. M 

[0 0 4 0] Sfc, cc-cv? 5 0%W±©gii'i4^ 

i^TFiES"T*^«n*»vH»» (so -emmztiZo 

S C (%) = (T 1 X2) / (T2 + T3) x 1 0 0 
fiU Tl : mMfotp<OP2-5.fa?VZrV> : mm 50 
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T2 :«&$*© j32- = *oyD:/U>ifB| 

T3 :ajflft*©02-5*oyc>:/yyag 
[0041] *«W©cf^*i!a. MtfGfi^JKffifiei!^ 

»s*n**K"p**je««<»!), 7J<^14© 

•J D-;l/^©^ffi7;l/3-;K ^tt^ *fctt#W5}gtt 
iWtftGW&n*. TC-t>^ yj-te'J vttiMHIHfcKi: 

LT©^fe *3<fc t; # y x;i>* ^^-n©m^S3 
[0042] *^©(fs*siiii*jfKtiii*ffii-rs* 

fetJja*W5tl5o CO^ttTftt, JH©lffl7L©?L 

[0043] *fe*aas©^fctt, (fs»«?iKS3W* 
[0044] *6tc»**nfc*$*jW4. 7j<gfe, eft 

»«j*?iI«*nfelllttli6*ffiT* ii t^v>o cti% 

[0 0 4 5] *58W©«1»ffi*S!jfli*^KUII«, *f*^{c 
[0 0 4 6] m&m#V ZJI>&Z%M£& Z l 5-3 5 

11%, # y token y k yj t 2 ~ 5 a«%. ®M* 

3 0-6 011%, imt&* 1 0~5 0S«%*^^«) 
«S*S» (H— 70 %50~1 9 0t;iCfti!lUT»l»* 
•lis nS«yX^©M8lfr£J¥LfflU 4»*3^6tt«# 
feL<tt«6*IS» (K-X) K»tT*Htt«mi/^x 

ISfttt, l~2 0mm©^^Wc|, 5-60 

t:o«iitt*ft*aor«ffl*ftzWflE«nfca, 40- 
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6 ofi»%©^i) -t 'j yjkffi&P*M& u -fe u y 

[0 0 4 7] ±IB©»*ii:LTI& N. N-S>*?7l/* 
;l/A75K> N, N-v^^/KT-fehTS F. N-^^ 
;l/Vfay FX y-7*P5*h 

L < ttsa-effli^* c fctf-p**. ±!5©#iS»fc 

p— ;kt/x?7l/x— f;k i/xf-u>^'jn— io 
xf-;l/x— 7-;l/ft^©x-r;l/S*#at>U< «ffl^U 

gj& 7;Hx mm. $mxx, ^u^a. s«sf© 

;k Wfc ffiftjffl9©fflii& feswi*©fl$©ffi«@ 
T?*S}$«U 5PJS«, *Sm»!lfcJ:±fEteGge>ftSt>© 
[0 0 4 8] ISffi0J£J:!5#&0!©l*3££S6te 

fi3mc»wr*««, *»Wtt«TKj:?)OTifiS*n« 20 

fc©T?t4:&:V»o 

[0 0 4 9] Sf\ #fg<S©ira§Kt:^©02-5*P^ 

©iJ^S^O^Tlftfi-fSo 
[0 0 5 0] 1. 02-$.tV?X37'V><OSC (%) U 

m 

sf&imitm 1000 o^gg©*^*:/^?-? 

lm 2 ©*S>a-;k&f|$ff S 0 <l©t->*a-M4I 
MSb/c^v h * U y h 3 0 %©*ffi*Jfll* 2 0 0ml 

MfB©SC (%) ^St^-T^o iiilKi 5# 
B*jSi©*s>a-;l/©An* HJP©ifo»u *5«fctf«jB«£ 

^yfvy-ifLx, mmft&mfem (rctz.it, 02-M 

G-E I A TEST jfiOm^Iil) ^tc<t*3/3 2-5 

*p^P7i;y©ii&%$j£f s e SKi!iST?ffl 

^S^Jfil$*C&&e,7> tftth fcfc© 02-5 £ P ^P7 40 

»fi*»e>siicseors c(%) £*#>s 0 

[0 0 5 1] 2. xyKh+^RttBM* 
S9«ffltf>S*SlO^«ffi»»T% §tffi»0. 0 5 m 2 (D 

— >a 3 0iHlt)jgLS»»cx>Kh (ft 
7. OEU/ml) 3 0mim, 3 7 TI fc T 1 BflH! 
Y^a^-m ^©tM^y^'J y^LT, xy 
F F^^/gfif S 0 x>Kh+-»OWJEfc(4 % it 50 
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% (fctfllgffUiO. 2 E U/m 1 ) fcte, #£JfcT*ffi 

ffl-f stf^TjiSs ttssa^r* 2 6 o°c^ 
5fcf So 

[0 0 5 2] *^a-;l/T*©xyFh+^y|^S 

[0 0 5 3] 3. x>Fh^>aifitS» 
IMW->y;Wd:, ±12 SC (%) !¥fillifcl^«©8*r«* 

(5y#7tt*k mill i-Qi/Xf-A) *fflV»T+ 

(tpmfrmi) %mn&m*immc l 2 0 0 m 1 
r-ffit (M^omm2 1) o c <DftMx°mmi&%±}c 

•7V yytfflhh^yY b*isyim%Wt>^*tm 
n\cwsmtey f f^»-^?$ (m*fc r o#©g 

; $2. 0 E U/m 1 ) % 5 0 0m 1 /#T?|R]8itT 
^y^/W^XTffitU U F R3>fD-7-{# CDiStff 
gg (x^PtfclJk NCU-6) *ffi^l«|ig©iS#fi£ 

siro ict s 0 2 i^iiDaBiajiiijKfliofwwc**^^'; 
>^fs 0 ?y7vy?Mit. mio^mvmmic^y 

F F*-»»lfc*S!ISf So x> F F*^>©iSaSS« 
Wl&O^t ^y^U^U 0. 02-0. 15EU 
/m 1 T^SSLrco 3cfc> F b 

[0054] 4. mmyawgi 

ttffl«©Jfij*R<RX'<*h;l' (UV) fcj:«9SiJS-r 

So #«s*a^ uv^o. i«tt?**o 

[0 0 5 5] 5. «^(t©»k#lg^ P (*»J ex;I/tf 
PJi_F_2l_©#W*©SiJ^ 

KB r*K!Uc^ Kjft^^aiBI R^iJSf 
S 0 CtlfCkO I R7^>F© ^'J lf_7btfpU K> F^ 

^MfflfeSo £ji^xjk^P_L! F>^§i^'JxM 

^^^©E-a-irb (aa%) ^saooij-^^i/TfHwii 

;bep'J Fy ©S»%) MIU l«^(t© iKUex;l/ 
[0 0 5 6] 6. §j©&ggffi© M?j<aiii^ (^UH'X 

;l/ifp'j F» ©JiiLkL iM oia 
w^awr©^i; gxikgpn F> ©^*Tgmitt. 

mmifo^xmwi R^iiij^-rso *mmt. mmzm 
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®1 RtiFT- I Rgj^ATRS; (I ER ; ^7t> 
F) £ J: 9 fro fc« £ ©fcttTtt WB*jij©|5j 1.5/1 

L&j£J±£;j<i6fco C©if£«, ^MtciS^ 
*©JfcSt>t>ttHit*fcik £-*3SS*©fc©©Jto&» 
5ffll©rt&iB, fl&ffi* ftfflare© #y tfx;l/gcnj K 

«Hft© *ij ^ifau K> (n»Mfc»*i . 

fo1-©T\ C©fflteJa^T«© <ft'Jfcfx;l/bfD») Kv <n 10 

[00 5 7] 1 ) # y x-tvI/7,/1/* >tf 2 2 

M%, #ye-;l/tfD»JF> (K-9 0) 3. 021 
%, ®MtLXN-)t*)l-2-¥uy F>tf3_7- 5 
M%> LT#«J X^-l/V^U 2 0 0 

^37. 5mm%frz%&im*i 2o*cici)m®mh 

2-eay FX *'Jx^-U>yj3-;b# 2 0 otf 6 
0:2 0:2 0CDS*i±-cig£LTf&3, &g4 0°CCD 20 

Tffijft*-&, rtl2 0 1|im, 112 8 /inKDt^l 

5 00 OfSS EMfcfrSttTLttWSSnfcofrofco 1 

t Pm>ftmT*$>*), wzmto. 2 1 -c-$.ofc 0 cmt 

0 K 0 2. 03tegffi I Re>mfem*LibTt)\ 16 30 
7 0 c m- l (DtfV ex;Utfay Fy©*;Kfc;l/K 
iR, l 5 7 0 c m- l otfux— f ;P*/l/*:/©3§#85 
©KiR©5fifiJt (A1670/A1570) j&^WJSLfco «T© 
^SfflMStf JtKWItC ^Sl/^Tfe NttK m%. L fco C ©+£ 
^©/S2-5^U^a^U ><DS C (%) Ht7 3%fS 
0, x>Fh^-»ff|tim a»&©«©xyK 
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1This document has been translated by computer. So the translation may not reflect the 
original precisely. 

2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



CLAIMS 



(57) [Claim(s)] 

[Claim 1] The hollow fiber to which content of the polyvinyl pyrrolidone which is a hydrophilic 
giant molecule to the overall-height molecule (sum of an aromatic series polysulfone system 
giant molecule and a polyvinyl pyrrolidone) which constitutes a hollow fiber, is characterized by 
being the hollow fiber whose content ofthe aromatic series^pS^sulfone system g i a nTTOSIfe'S'B 1 
which is a hydrophobic giant molecule is 95 - 80 % of the weight and the content (B % and film 
pars intermedia being [ an internal surface ] C % for A % and an outside surface) of the polyvinyl 
pyrrolidone in the internal surface, outside surface, and film pars intermedia of this hollow fiber 
filling the following formula five to 20% ofthe weight 

(A-X) 0.5 / X<=0.5 (2+CB-X) 2-KC-X) 2) X= (A+B+C)/3 [ however,] — [Claim 2] The hollow 
fiber according to claim 1 which the void or the network structure accepted clearly does not 
exist but is characterized by the internal structure of said hollow fiber being homogeneity 
structure substantially when observing said hollow fiber with a 300 times as many electron 
microscope as this. 

[Claim 3] The hollow fiber according to claim 1 or 2 which the hole accepted clearly does not 
exist but is characterized by the surface structure of said hollow fiber being smooth structure 
substantially when observing the internal surface and outside surface of said hollow fiber with a 
5000 times as many electron microscope as this. 

[Claim 4] The hollow fiber according to claim 1 to 3 characterized by the sieve multiplier ofthe 
beta 2-microglobulin in bovine blood liquid when the film surface product of the internal-surface 
conversion filled up with said hollow fiber filters bovine blood liquid with a protein concentration 
of 7g [/ml ] by part for 200ml/of the rates of flow blunder crit 30% to the module of 2 1m by 
part for sink and 10ml/of the filtration rates of flow being 50% or more. 

[Claim 5] The hollow fiber according to claim 1 to 4 characterized by said hollow fiber containing 
polyhydric alcohol as a film structure-preserving agent. 



[Translation done.] 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the hollow fiber used for blood purification etc. 

as an artificial organ. Also when endotoxin is contained in a dialysing fluid side in blood 

purification etc. in more detail, maintaining the high removal" engine performance of low- " ~~ *" 
molecular protein, such as beta 2-microglobulin, it is related with the hollow fiber which does 
not make the endotoxin invade into a blood side substantially. 
[0002] 

[Description of the Prior Art] From the former, the permeable membrane and ultrafiltration 
membrane using a polymer, such as a cellulose, cellulose acetate, polymethylmethacrylate, and 
a polyacrylonitrile, are used in the medical field for the purpose which removes the wastes in 
blood. The cellulose wall has been especially used widely in the dialysis treatment for the 
prolongation of life and social rehabilitation of a renal failure patient. 

[0003] For the purpose of removing low-molecular matter, such as a urea in blood, and a 
creatinine, it has been developed and clinical supply of these film has been carried out at the 
beginning. However, it is required for these blood purification film that the quality of a removal 
object by dialysis should make not only low-molecular matter, such as a urea and a creatinine, 
but the matter (low-molecular protein) of inside molecular weight to the amount of 
macromolecules applicable to removal in recent years with the increment in a long-term dialysis 
patient by long-term dialysis complication, such as a carpal tunnel syndrome, coming to attract 
attention. The film used for these therapies is called the high performance film (following, HPM), 
and enables removal of the bigger matter by expanding a membranous aperture from the 
conventional permeable membrane. 

[0004] It becomes right and wrong of the engine performance of HPM how fractionation of the 
albumin (molecular weight of 66000dalton) which is the useful protein in blood is performed to 
Sharp by the high polymer for [ which attracts attention especially on clinical ] removal being 
beta 2-microglobulin (molecular weight of 1 1600dalton) considered to be the quality of an 
amyloid ghost which causes a carpal tunnel syndrome, and excelling in the removal nature of 
beta 2-microglobulin. 

[0005] To this problem, the conventional cellulose wall cannot necessarily say it as the material 
which can give the optimal membrane structure, but the material of synthetic systems, such as 
a cellulose triacetate, a polyacrylonitrile, and polysulfone, serves as a subject in this HPM field. 
Especially, the transparency film of a polysulfone system is excellent in the fabrication nature of 
a hollow fiber, and film production nature, and the film which suppressed the fall of solute 
permeability by the hydrophobicity of the polysulfone itself is indicated by JP.61 -93801 ,A and 
JP,4-300636,A by blending a hydrophilic giant molecule. 

[0006] Furthermore, the interleukin assumption (3 Blood Purif., 1; 1983) which Henderson and 
others to long-term dialysis complication presented is regarded as questionable with the spread 
of HPM(s) in recent years, according to this idea, as an immunity-process which causes the 
dialysis amyloidosis, monocyte is stimulated by activation of complement, the endotoxin in blood 
acts there, and the interleukin (IL-1) from monocyte carries out production emission — having 
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— it — growth of fibrocyte or a collagen — starting — moreover, manifestation sthenia of the 
human leucocyte antigen class 1 — beta 2-microglobulin emission — causing — the amyloid to 
arthritis and a bone — resulting in the self-possessed onset is shown. In a long-term dialysis 
patient, there is a chronic IL-1 production stimulus by activation of permeable membrane and 
the complement by contact of blood, extracorporeal circulation enforcement (invasion into the 
blood of the endotoxin from dialysing fluid etc.) of blood, etc., and it results in complication. 
[0007] To this problem, a cellulose triacetate, polysulfone, etc. are known as a material of good 
biocompatibility (low complement activity). However, in HPM, since the film aperture is made to 
expand, to invasion of the endotoxin from the outside, a result by which dangerous ** is carried 
out conversely has been brought. 

[0008] Moreover, in HPM, in the blood inflow section of blood purifier, a blood side becomes 
negative pressure from the effect of the pressure loss of the hemodialyzer, and the osmotic 
pressure difference of blood-dialysing fluid near a blood outlet in spite of positive pressure, it is 
known that the 'Backfiltration' phenomenon which the reverse filtration from a dialysing fluid 
side produces will happen, and it is apprehensive about the danger of endotoxin invasion into 
blood also from this point. It is actually reported by the patient group of cellulose wall use, and 
the patient group of synthetic membrane use of a HPM systes^-hat latter one has a-higk-sTata^ 
of endotoxin antibody-positive. (Trans.Am. SocArtif.Inten. Organs, 35;331 ,1 989) 
[0009] Endotoxin is the lipopolysaccharide or its protein complex of the cell wall origin of a gram 
negative, the minimum fragmentation which has activity is lipid A, and molecular weight is 
thousands here. Therefore, endotoxin will be penetrated for HPM with 10,000 cuts off molecular 
weight. The polysulfone hollow fiber currently similarly indicated as the aforementioned 
conventional technique cannot guarantee the nontransparent nature of endotoxin, either, on the 
other hand, the time of clinical use — endotoxin — although using free dialysing fluid is 
recommended, current is impossible without the thorough validation of the whole dialysis facility 
which there is disadvantageous profit to which equipment and a running cost increase, and also 
included peopled activity in carrying out an endotoxin free-lancer completely. 
[0010] Moreover, preparing an endotoxin removal filter just before the blood purifier of the 
supply line of dialysing fluid is also performed. However, there is also a report that endotoxin is 
condensed by the connection to blood purifier, and having the function in which the blood 
purifier itself does not make endotoxin invade, finally can call it an ideal. 
[001 1] On the other hand, the polysulfone film currently indicated as the aforementioned 
conventional technique first of all, from there being no description to endotoxin and membrane 
structure being the unsymmetrical structure of having puncturing of micron order from 
submicron one in a dialysing fluid side (outside surface of a hollow filament), further It is 
apprehensive about the endotoxin invasion from this big aperture, and is only that a detached 
core with a thickness of several [ a little less than (3 microns or less) ] microns is shown in an 
internal surface, and the probability for endotoxin to invade into blood only by producing some 
defects in this layer becomes high. 

[0012] The method of processing the film to JP.7-1 16484,A by cationic resin, and making 
endotoxin stick to it by the interaction like ion as a technique which gives endotoxin adsorption 
capacity to the polysulfone system film itself is indicated. However, it is not necessarily anion- 
like [ all the components of endotoxin ], and is a question about the effectiveness under high 
electrolytic concentration, such as dialysing fluid and blood. Moreover, for using as blood 
purification film, it is not necessarily applicable from the field of the safety of the membraneous 
ability fall by the cation resin coat, an effluent, etc. 

[0013] Moreover, as selective adsorbent of endotoxin, although there is a histidine bridging (446 
a fermentation engineering meeting magazine, 65 volumes, No. 5, 1987) or a polymyxin bridging 
(JP,5~305139,A), these are the technique for carrying out adsorption treatment of the 
endotoxin content liquid by direct perfusion, and are not the techniques applied to the blood 
purification film as used in the field of this invention. 
[0014] 

[Problem(s) to be Solved by the Invention] Although the technical problem of this invention is 
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excellent in the removal engine performance of harmful low-molecular protein, such as beta 2- 
microglobulin, at the time of blood purification, it is to provide a blood side with the blood 
purification film which does not pass endotoxin substantially and which has the high dialysis 
engine performance and high safety from a dialysing fluid side. 

[0015] Although inventionHn-this-application persons removed unnecessary low-molecular 
protein from the blood side to the dialysing fluid side by making the configuration polymer ratio 
of the hydrophobic macromolecule of the film whole region of a hollow fiber, and a hydrophilic 
macromolecule into the suitable range, and giving moderate hydrophilic property and 
hydrophobicity to the whole hollow fiber as a result of inquiring wholeheartedly, in order to solve 
this technical problem, it found out that it became possible to lose contamination of the 
endotoxin from a dialysing fluid side to a blood side. Furthermore, it found out that endotoxin 
could be prevented by the whole film by [ which include neither a void nor the network 
structure for the membrane structure of a hollow fiber ] considering as uniform structure 
substantially. 

[0016] moreover — the macromolecule which has aromatic series as a functional group — 
endotoxin adsorption capacity it is — ** — it found out that the pollution control by 
endotoxin could be attained further easily by constituting a-h&ti»w fiber with the mac^meteesiss^ — ■ 
of an aromatic series system [ like ]. ** — endotoxin originates in the lipid section of endotoxin 
joint protein or lipid A, and it is thought of because it has adsorbent in a hydrophobic side to 
some extent that endotoxin sticks to the macromolecule of an aromatic series system [ like ]. 
[0017] Furthermore, in order to reconcile the permeability of the low-molecular protein field (a 
little less than 20,000 molecular weight) which is the need property of above HPM, and 
advanced endotoxin removal, this invention persons developed the pore control technique by 
the side of the dialysing fluid which cannot be accomplished by the conventional blood 
purification film (hollow filament outside). This also gave a compact layer and pore to the hollow 
filament external surface of homogeneous membrane structure, and it found out that endotoxin 
could be adsorbed by the large adsorption area of the whole thickness section also to the 
endotoxin which invaded into control of invasion of the endotoxin from hollow filament external 
surface, adsorption, and the pore section that performs solute transparency further. 
[0018] In case the spinning undiluted solution with which pore control of hollow filament 
external surface was breathed out from the nozzle in the hollow filament spinning process by 
the aforementioned phase separation method is deliquored from hollow filament external surface 
in a coagulation bath, dedropping and what has the still more unstable stagnation to hydrophobic 
**** by processing of rinsing etc. are slightly dropped completely for the hydrophilic 
macromolecule near the outside surface by coincidence into a coagulation bath. The omission 
section of this hydrophilic giant molecule forms the detailed hole below submicron one in the 
membranous outside-surface section, and is considered with the ability of the adsorption 
capacity of endotoxin to be made to increase according to the activated carbon-effectiveness 
by this pore. 

[0019] Evaluation of the pore of an outside surface has the possibility of a certain amount of 
observation with SEM, an atomic force microscope, a replica method, etc. However, even if 
observation in the condition (KURAIO SEM, the low vacuum (SEM) in the thing made to freeze- 
dry or the condition of having got wet) except the point that the hollow filament is covered by 
the film structure-preserving agent, and a ******** membrane structure hold-back agent is 
possible, in current technology, it is thought that the exact surface pore evaluation below 
submicron one is difficult. Moreover, although there is an appraisal method of the pore by the 
BET adsorption method and the method of mercury penetration itself, these are impossible for 
evaluation of a local part called only a front face. Although this invention persons examined 
seeing the abundance of the hydrophilic macromolecule on the front face of the outermost by 
the surface IR method as indirect evaluation, since the problem of precision and the information 
on several micrometer depth were intermingled, difference evaluation of a minute amount was 
difficult. According to the above circumstances, this invention persons came to develop the 
blood purification film which it had [ film ] the solute permeability as HPM, and realized 
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coexistence of adsorbent [ over endotoxin ], and invasion inhibition. 

[0020] This invention completes examination in piles further based on the above-mentioned 
knowledge. 

[0021] The content of the polyvinyl pyrrolidone which is a hydrophilic giant molecule to the 
overall-height molecule (sum of an aromatic series polysulfone system giant molecule and a 
polyvinyl pyrrolidone) which constitutes a hollow fiber the invention in this application Namely, 5 
- 20 % of the weight It is the hollow fiber whose content of the aromatic series polysulfone 
system macromolecule which is a hydrophobic macromolecule is 95 - 80 % of the weight. The 
content (for A % and an outside surface, B % and film pars intermedia are [ an internal surface ] 
C %) of the polyvinyl pyrrolidone in the internal surface, outside surface, and film pars 
intermedia of this hollow fiber is the hollow fiber characterized by filling the following formula. 
(A-X) 0.5 / X<=0.5 (2+(B~X) 2+(C-X) 2) However, X= (A+B+C)/3 [0022] In a suitable 
embodiment, when observing the film cross section of said~hollow fiber with a 300 times as 
many electron microscope as this, the void or the network structure accepted clearly does not 
exist, but the internal structure of said hollow fiber is homogeneity structure substantially. 
[0023] In a suitable embodiment, when observing the internal surface and outside surface of 
said hollow fiber with a 5000 times as many electron microscope as this, the hole accepted*™™ 
clearly does not exist but the surface structure of said hollow fiber is smooth structure 
substantially. 

[0024] It is 2 1m by the internal-surface conversion filled up with said hollow fiber in the 

suitable embodiment. The sieve multiplier of the beta 2-microglobulin in bovine blood liquid 

when filtering bovine blood liquid with a protein concentration of 7g [/ml ] by part for 200ml/of 

the rates of flow hematocrit 30% to a module by part for sink and 10ml/of the filtration rates of 

flow is 50% or more. 

[0025] 

[0026] 

[0027] In a suitable embodiment, said hollow fiber contains polyhydric alcohol as a film 
structure-preserving agent. 

[0028] Hereafter, the invention in this application is explained to a detail. 
[0029] It is not limited especially if the aromatic series polysulfone system macromolecule 
which is a hydrophobic macromolecule used for the hollow fiber of this invention is a polysulfone 
system macromolecule which has an aromatic series functional group in a molecule, and 
aromatic series polysulfone, aromatic series polyether sulphone, etc. are mentioned. 
[0030] The polyvinyl pyrrolidone which is a hydrophilic giant molecule is used for the hollow 
fiber of this invention. The polyvinyl pyrrolidone is suitable from viewpoints, such as 
compatibility with an aromatic series system polysulfone system macromolecule, and film 
production nature. 

[0031] The content of the aromatic series polysulfone system giant molecule whose content of 
the polyvinyl pyrrolidone which is a hydrophilic giant molecule to the overall -height molecule 
(sum of an aromatic series polysulfone system giant molecule and a polyvinyl pyrrolidone) which 
constitutes the hollow fiber of this invention is 5 - 20 % of the weight and a hydrophobic giant 
molecule is 95 - 80 % of the weight. When the content of a polyvinyl pyrrolidone is less than 5 % 
of the weight, sufficient solute permeability as HPM which makes endotoxin adsorbent the 
purpose of this invention of a certain thing is not acquired. When the content of a polyvinyl 
pyrrolidone exceeds 20 % of the weight, possibility that a polyvinyl pyrrolidone will be eluted 
becomes high and becomes a problem from a safety aspect. The content of a desirable polyvinyl 
pyrrolidone is 8 - 20 % of the weight, and especially desirable content is 12 - 16 % of the weight. 

[0032] In addition, a hollow filament can be ground, and it can equalize, or a suitable solvent can 
be made to be able to carry out the homogeneity dissolution, and the content of the polyvinyl 
pyrrolidone of the whole film can measure the content of a polyvinyl pyrrolidone by technique, 
such as ultimate analysis, molecular vibration analysis, and NMR, after making only the 
macromolecule material which constitutes the film except for a film structure-preserving agent 
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by suitable processings (rinsing, desiccation, etc.) boiled, the case where it carries out by 
ultimate analysis — a polyvinyl pyrrolidone or an aromatic series polysulfone system 
macromolecule — it asks for the content of the element which exists only in any they are, and 
asks for the content to the overall-height molecule of which macromolecule from the molecular 
structure. In molecular vibration analysis (for example, IR analysis) and NMR, it can ask for 
content from reinforcement, such as a polyvinyl pyrrolidone or an absorption band peculiar to an 
aromatic series polysulfone system giant molecule, and a chemical shift. Although it could ask 
for the content of a polyvinyl pyrrolidone by any aforementioned approach, in this invention, the 
content of the polyvinyl pyrrolidone of the whole film was measured by IR analysis. The detail of 
a measuring method is as given in the column of measurement of the content of the polyvinyl 
pyrrolidone of the whole film. 

[0033] Moreover, the hollow fiber of this invention is a hollow fiber to which content (B % and 
film pars intermedia are [ an internal surface ] C % for A % and an outside surface) of the 
polyvinyl pyrrolidone in an internal surface, a membranous outside surface, and membranous film 
pars intermedia is characterized by filling the following formula. 

(A-X) 0.5 / X<=0.5, however X= (A+B+C)/3 — when the value of this formula exceeds 0.5, it 
becomes the macromolecule presentation which inclined towasnMhe polyvinyl pyrrolidcr^or^h^' 
aromatic series polysulfone system macromolecule, and adsorbent [ of endotoxin ] falls (2+(B- 
X) 2+(C~X) 2). Moreover, that the value of this formula is 0.5 or less has compactness with the 
whole moderate film, and it can prevent endotoxin by the whole film. The value of a desirable 
formula is 0.4 or less. In addition, at least membranous each part shows the distribution 
condition of the polyvinyl pyrrolidone of (an internal surface, an outside surface, and film pars 
intermedia), a polyvinyl pyrrolidone is distributed at least over membranous each part at 
homogeneity, so that the value of this formula is small, and this formula shows that that content 
is also fixed. On the other hand, distribution of the polyvinyl pyrrolidone like each part is so 
uneven that the value of this formula is large, and it is shown that a big difference is in the 
polyvinylpyrrolidone content like each part. Henceforth, let the value of this formula be a 
polyvinylpyrrolidone distribution number. 

[0034] In addition, the content of the polyvinyl pyrrolidone like membranous each part can be 
evaluated from various energy and molecular vibration analysis based on a surface analysis 
method. In this invention, the content of the polyvinyl pyrrolidone of an about [ each part ] is ' 
measured from the ratio of the polyvinyl pyrrolidone contained in a membranous internal 
surface, pars intermedia, and an outside surface by micro Fourier transform infrared 
spectrophotometry, and the band strength originating in an aromatic series polysulfone system 
giant molecule. The detail of a measuring method is as given in the column of measurement of 
the content of the polyvinyl pyrrolidone like membranous each part. 

[0035] When the hollow fiber of this invention observes a membranous cross section with a 300 
times as many electron microscope as this, the void accepted clearly or the network structure 
does not exist, that the void accepted clearly or the network structure does not exist above 
when observing a membranous cross section with a 300 times as many electron microscope as 
this is the homogeneity structure where a film internal structure does not have a cavity 
substantially — meaning — ** — the hollow fiber of this invention becomes possible 
[ preventing migration of the endotoxin from a dialysing fluid side to a blood side by the whole 
film ] by being homogeneity structure like. 

[0036] When the hollow fiber of this invention observes a membranous internal surface and a 
membranous outside surface with a 5000 times as many electron microscope as this, the hole 
accepted clearly does not exist. If the hole accepted clearly does not exist when observing a 
membranous internal surface and a membranous outside surface with a 5000 times as many 
electron microscope as this a membranous surface structure is smooth structure substantially 
— meaning — ** — the hollow fiber of this invention by being smooth structure like Also when 
actually processing blood, there is little blinding of a hole, and a secondary polarization layer will 
also be formed thinly and becomes possible [ maintaining the high removal engine performance 
of unnecessary low-molecular protein, such as beta 2-microglobulin, ]. 



http://www4.ipdl.ncipi.gojp/cRi-bin/tran_web cgi eiie 



2006/09/27 



JP,3314861,B [DETAILED DESCRIPTION] 



6/11 ^— V 



[0037] In addition, generally, evaluation by the scanning electron microscope (SEM) is a stock- 
in-trade, and membrane structure evaluated membrane structure based on observation by the 
electron microscope also in this application. In addition, the membrane structure of this 
invention is homogeneity and smooth structure substantially as they were explained above. ** - 
- in order to evaluate homogeneity and smooth nature, it should observe and the electron 
microscope of the biggest original possible scale factor should estimate, but in order to avoid 
the effect on the membrane structure by the heat which an electron microscope generates, in 
the present condition, 5000 times are an upper limit. [ like ] Therefore, in this application, 
evaluation of membranous smooth nature was evaluated by observing the internal surface and 
outside surface of a hollow fiber with a 5000 times as many electron microscope as this. Here, 
when a hole did not exist and the observation limit in a 5000 times as many enlargement as this 
sets to 0.2mm, it means that a hole or a cavity 400A or more do not exist. 
[0038] Thickness is several micrometers - 80 micrometersTand, as for the hollow fiber of this 
invention, it is desirable to have the cross section of the perfect circle form where an outer 
diameter is 100 micrometers - 500 micrometers. As described above, since the hollow fiber of 
this invention is homogeneity structure substantially, to lower thickness to raising the 
separation efficiency of a solute is desired, thickness is 15 milometers - 40 micrometers^ 3 ^^^ 
preferably, and an outer diameter is 200-300 micrometers. 

[0039] It is 2 1m by the internal-surface conversion filled up with the hollow fiber of this 
invention. The sieve multiplier of the beta 2-microglobulin in bovine blood liquid when filtering 
bovine blood liquid with a protein concentration of 7g [/ml ] by part for 200ml/of the rates of 
flow hematocrit 30% to a module by part for sink and 10ml/of the filtration rates of flow is 50% 
or more. 50% or less of the elimination factor of beta 2-microglobulin is [ a sieve multiplier ] 
insufficient. Moreover, in this invention, the elimination factor at the time of actually pouring 
blood as mentioned above prescribed the elimination factor of beta 2-microglobulin. This is for 
forming a secondary polarization layer as mentioned above, and producing a big difference by 
the sieve multiplier in a drainage system, and the sieve multiplier in a blood system, when blood 
is actually poured to a hollow fiber. 

[0040] Moreover, it is defined as 50% or more of permeability here by the sieve multiplier (SC) 
shown by the following formula using the liquid which penetrated the liquid supplied to a hollow 
filament, the passed liquid, and the film, and the beta 2-microglobulin concentration contained in 
each. 

Beta 2-microglobulin concentration T3 in SC(%) =(T1x2)/(T2+T3) x100, however the beta 2- 
microglobulin concentration T2:supply liquid in T1:permeate liquid: Beta 2-microglobulin 
concentration in passage liquid [0041] As for the hollow fiber of this invention, it is desirable 
that membrane structure is held by the film structure-preserving agent. As for a film structure- 
preserving agent, it is desirable that it is necessary to be the matter easily washed and removed 
with water, a physiological saline, etc. in case it is used as blood purifier, and it is the water- 
soluble matter. For example, polyhydric alcohol, such as glycerol and a glycol, polysaccharide, or 
a surfactant is mentioned. Especially, installation the safety as blood purification film and inside 
[ of polysulfone system homogeneous membrane ] pore is especially easy for a glycerol, and is 
desirable. 

[0042] As an approach of producing the hollow filament mold blood purification film of this 
invention, an aromatic series polysulfone system giant molecule and a polyvinyl pyrrolidone are 
dissolved in the solvent which consists of mixed liquor of a solvent, or a solvent and a non- 
solvent, for example, a dope undiluted solution is adjusted, and the method of making this 
breathe out from a nozzle and making the film formation by phase separation perform in 
coagulation liquid is mentioned. By this approach, pore size distribution of membranous pore is 
narrowed and it becomes possible to acquire the fractionation property of a sharp constituent 
of blood. Moreover, it is possible by choosing suitable dope conditions and coagulation 
conditions to give various solute separation properties to the film. 

[0043] Moreover, it is required for formation of a centrum to use a centrum formation heart 
agent, and this heart agent may be used for coincidence as coagulation liquid. By the film of the 
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conventional polysulfone system, the asymmetric membrane which the film is produced by this 
technique and the inside solidified densely is formed. Homogeneous membrane can be obtained 
by using gas or the fluid of low freezing characteristic for a heart agent to it. When gas etc. is 
furthermore used for a heart agent to what a hydrophilic macromolecule tends to carry out 
localization to a compact layer in in the case of unsymmetrical structure, a hydrophilic 
macromolecule can be comparatively introduced into the whole film at homogeneity, and it 
becomes possible to obtain the film which has the good structure of the balance of a 
hydrophilic property and hydrophobicity by the whole film. 

[0044] The hollow fiber furthermore formed processes rinsing, desiccation, etc. The 
homogeneous membrane which does not have supporters at this desiccation process has much 
fall ****** in the membraneous ability which the film contracted with the surface tension of the 
water accompanying desiccation etc., and was prepared by the phase separation method. In 
order to prevent this, it is desirable to include a film structQre-preserving agent in membrane 
structure. As for a film structure-preserving agent, being introduced before a desiccation 
process is optimal after rinsing. 

[0045] The hollow filament mold blood purification film of this invention can specifically, for 
example, as follows, be manufactured. — — >a^maam 
[0046] The spinning undiluted solution (dope) which consists a polyvinyl pyrrolidone 15 to 35% of 
the weight in an aromatic series polysulfone system giant molecule, and consists a non-solvent 
of 10 - 50 % of the weight 30 to 60% of the weight in a solvent two to 5% of the weight is heated 
and dissolved in 50-190 degrees C, and it extrudes from the outside of a double pipe nozzle, 
and from a center, there is no freezing characteristic to a gas or a spinning undiluted solution 
(dope), or the low liquid of freezing characteristic is sent in. After it passes through the inside of 
40 - 60% of the weight of a glycerol water solution after it was solidified through the 5-60- 
degree C freezing characteristic liquid after the extruded spinning undiluted solution made it run 
the 1-20mm air, and it was rinsed, and it infiltrates a glycerol, it is dried with an oven. 
[0047] As the above-mentioned solvent, polar solvents, such as N.N-dimethylformamide, N,N- 
dimethylacetamide, N-methyl pyrrolidone, and gamma-butyrolactone, can be used by 
independent or mixing, independent [ in ether, such as polyols, such as ethylene glycol, 
triethylene glycol, a polyethylene glycol, a propanediol, and butanediol, or ethylene glycol 
monoethyl ether, and diethylene glycol monoethyl ether, ] as the above-mentioned non-solvent 
— or it can be mixed and used. Moreover, as a hollow formation agent, fats and oils, such as 
gas, such as nitrogen, an argon, oxygen, carbon dioxide gas, helium, and air, or a liquid paraffin, 
myristic-acid isopropyl, vegetation, and straight mineral oil, or other low freezing characteristic 
liquids can be used. The solvent which can be used by this invention, a non-solvent, and a 
hollow formation agent are not restricted above. 

[0048] Hereafter, although an example explains the contents of this invention to a detail further, 
this invention is not limited at all by the following. 

[0049] First, the measuring method of the beta 2-microglobulin of the blood purification film of 
this invention, endotoxin, an effluent, and a hydrophilic macromolecule content is explained. 
[0050] 1. By the internal-surface conversion in which put in the hollow filament of about 10000 
SC(%) trial blood purification film of beta 2-microglobulin into the plastic part, and both ends 
carried out opening, it is 2 a film area of about 1m. A module is produced. The hematocrit 30% 
cow fresh blood which carried out anticoagulation processing of this module after washing by 
the physiological saline and at a blood side (hollow filament inside) is poured by part for 200ml/. 
By modular internal-surface conversion, it is 2 1m of film surface products. The pump 
connected to the dialysing fluid side so that it might become a part for filtration velocity/ of 
10ml of a hit performs hemofiltration, and measurement and the aforementioned SC (%) are 
calculated about the following. The blood of the inlet port of the module at the time and an 
outlet and filtrate are sampled for hemofiltration initiation 15 minutes, and the concentration of 
beta 2-microglobulin is measured with enzyme immunoassay (for example, beta2-MG-EIA TEST 
Wako Pure Chem industry) etc. In addition, it carries out to the bovine blood liquid used by the 
measurement concerned by adding the beta 2-microglobulin of the Homo sapiens origin 
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beforehand. According to a formula 1, SC (%) is calculated from the concentration of these beta 
2-microglobulin. 

[0051] 2. By outside-surface conversion of the hollow fiber for endotoxin adsorption test 
measurement, it is 2 0.05m of film surface products. A hollow fiber is minced in die length of 
1cm, it puts into glassware, and 50ml of endotoxin free water is added, 30ml (about 7.0 EU/ml) 
of endotoxin solutions is added to the repeat last 3 times, an immersion-decantation is 
incubated at 37 degrees C for 1 hour, liquid is sampled after that, and the quantum of the 
endotoxin is carried out. It carries out to measurement of endotoxin by the colorimetry method 
(Seikagaku TOKISHI color system). (Limit of detection is 0.2 EU/ml) In addition, all of the glass 
instrument used in this experiment, scissors, etc. use what gave 260-degree-C dry sterilization 
beforehand, and measurement is carried out by the clean bench. 

[0052] Moreover, endotoxin removal with a module is measured by the following approaches. 
[0053] 3. An endotoxin radiographic examination evaluation~sample uses the same dialyzer as 
the above-mentioned SC (%) evaluation, and fully washes a module and the whole connection 
circuit by the single pass using ultrapure water (the Millipore Corp. make, milli-Q system) first. 
Subsequently, the liquid which flows the blood side (hollow filament inside) of a dialyzer is made 
into the circulatory system, and it passes by part for 200ml/Ctetal amount of 21. of c;pcu!atirrg^= 
water). Circulation liquid is sampled at this time and it asks for early endotoxin concentration. 
Moreover, a dialyzer with a sink and a UFR controller (the Nipro make, NCU-6) is used for 
endotoxin content liquid (mixed water of a city water and RO water; about 2.0 EU/ml) according 
to a counterflow by part for 500ml/at a single pass, and the amount of water penetration 
between film is turned on the dialysis side to coincidence about 0. Circulating water by the side 
of after [ 2 hour progress ] blood is sampled. Sampling liquid measures endotoxin concentration 
similarly by the aforementioned technique. The dynamic range of radiographic examination 
measurement of endotoxin was carried out by 0.02-0.1 5EU/ml. Moreover, early endotoxin 
concentration was below limit of detection. 

[0054] 4. Measure with the ultraviolet absorption spectrum (UV) of an extract based on an 
eluting material test artificial-kidney acknowledgement benchmark test (Japanese artificial 
organ industrial association). UV of an acceptance standard is 0.1 or less. 

[0055] 5. In this invention, the content of the measurement polyvinyl pyrrolidone of the content 
of the hydrophilic giant molecule (polyvinyl pyrrolidone) of the whole film and an aromatic series 
polysulfone system giant molecule is almost the same as the preparation ratio of a spinning 
undiluted solution, or is falling a little. The check of the abundance ratio after hollow filament 
formation was performed by the following approaches. The KBr tablet after dissolving in a 
suitable solvent at homogeneity is made to apply and dry a hollow filament, and Transparency IR 
is measured. This estimates the intensity ratio of the peak of the polyvinylpyrrolidone origin of 
IR band, and the aromatic series polysulfone system macromolecule origin. The compounding 
ratio (% of the weight) of a polyvinyl pyrrolidone and an aromatic series polysulfone system 
macromolecule measured similarly with the known sample, created the calibration curve, 
calculated the content (weight [ of a polyvinyl pyrrolidone ] % to an overall-height molecule) of 
the polyvinyl pyrrolidone in a hollow filament by this, and considered as the polyvinyl- 
pyrrolidone content of the whole film. 

[0056] 6. Assay of the polyvinyl pyrrolidone like, the intensity ratio of the hydrophilic giant 
molecule like membranous each part (polyvinyl pyrrolidone), content, and each part of the 
measurement film of a distribution number measures [ sample / which cut the hollow filament 
perpendicularly and extended it ] a front face IR about an inside front face and an outside front 
face. Pars intermedia measures a front face IR similarly about the sample which shaved off the 
surface and exposed pars intermedia. Pars intermedia was mostly used as the central part of 
the thickness section. The front face IR was performed by the FT-IR micro ATR method (IER; 
diamond). On this condition, about 1.5-micrometer layer on the front face of a sample is 
measured. Peak intensity was measured like 5. and it asked for the intensity ratio. In this case, 
since the estimate of the content by calibration-curve creation was difficult, it estimated the 
content of the polyvinyl pyrrolidone in a membranous internal surface, an outside surface, and 
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pars intermedia from the ratio of the peak intensity itself. Since a **** bee and this intensity 
ratio expressed the content by which the polyvinyl pyrrolidone like each part was standardized, 
they computed the distribution number of a membranous polyvinyl pyrrolidone using this value. 
[0057] Polyether sulphone 22 % of the weight 3.0 % of the weight (K-90) of polyvinyl 
pyrrolidones, (Example 1) A N-methyl-2-pyrrolidone as a solvent the solution which carried out 
the heating dissolution of the raw material with which polyethylene-glycol #200 consist of 37.5 % 
of the weight at 120 degrees C as a non-solvent 37.5% of the weight Nitrogen is sent in and it 
considers as the shape of a hollow filament, and water, a N-methy|-2-pyrrolidone, and 
polyethylene-glycol #200 passed the inside of the freezing characteristic liquid with a 
temperature of 40 degrees C which mixes and changes by the weight ratio of 60:20:20, and 
made it to extrude from the outside of a double pipe nozzle and solidify from a core. Then, 
rinsed, after infiltrating 50% of the weight of a glycerol, it was made to dry with a dryer, and the 
bore of 201 micrometers and the hollow fiber of 28 micrometers of thickness were obtained. 
The void from a 300 time SEM image or the network structure of the cross section of the 
obtained hollow filament is not observed, but the hole from a 5000 time SEM image on the front 
face of inside and outside is checked, and it is **********. The content of the hydrophilic 
macromolecule from IR analysis was about 12%. The intensity^r^io of an inside, a middleMamlnlF 
and an outside hydrophilic macromolecule was an outside > medium-rise > inside, and the 
distribution number was 0.21. Although this showed drawing 1 , drawing 2 , and drawing 3 to the 
example of measurement of a front face IR, it was calculated from the intensity ratio 
(A1670/A1570) of carbonyl absorption of the polyvinyl pyrrolidone of 1670cm~1, and absorption 
of the aromatic series of the polyether sulphone of 1570cm-1. In the following examples and 
examples of a comparison, it measured similarly. SC (%) of the beta 2-microglobulin of this 
hollow filament was 73%, and in an endotoxin adsorption test, the endotoxin concentration by 
the side of blood of the endotoxin concentration of the liquid after immersion is below limit of 
detection below limit of detection, and, as for most invasion by the side of the blood of 
endotoxin, it did not have an endotoxin radiographic examination in a module, either. Moreover, 
the eluting material test passed with UV=0.04. 

[0058] Polyether sulphone 21 % of the weight, 3.5 % of the weight (K-90) of polyvinyl 
pyrrolidones, (Example 2) A N-methyl-2-pyrrolidone as a solvent the solution which carried out 
the heating dissolution of the raw material with which triethylene glycol consists of 37.75 % of 
the weight at 120 degrees C as a non-solvent 37.75% of the weight Nitrogen is sent in and it 
considers as the shape of a hollow filament, and water, a N-methyl-2-pyrrolidone, and 
triethylene glycol passed the inside of the freezing characteristic liquid with a temperature of 40 
degrees C which mixes and changes by the weight ratio of 60:20:20, and made it to extrude from 
the outside of a double pipe nozzle and solidify from a core. Then, rinsed, after infiltrating 50% of 
the weight of a glycerol, it was made to dry with a dryer, and the bore of 202 micrometers and 
the hollow fiber of 32 micrometers of thickness were obtained. The void from a 300 time SEM 
image or the network structure of the cross section of the obtained hollow filament is not 
observed, but the hole from a 5000 time SEM image on the front face of inside and outside is 
checked, and it is **********. The content of the hydrophilic macromolecule from IR analysis- 
was about 14%. The intensity ratio of an inside, a middle lamella, and an outside hydrophilic 
macromolecule was an outside > medium-rise > inside, and the distribution number was 0.1 1. SC 
(%) of the beta 2-microglobulin of this hollow filament was 75%. In the endotoxin adsorption test, 
the endotoxin concentration of the liquid after immersion is 0.5 EU/ml, and adsorption was 
seen. The endotoxin concentration by the side of blood is below limit of detection, and most 
invasion by the side of the blood of endotoxin did not have an endotoxin removal trial with a 
module, either. Moreover, the eluting material test passed with UV=0.08. 
[0059] Polyether sulphone 27 % of the weight, 1.0 % of the weight (K-90) of polyvinyl 
pyrrolidones, (Example 1 of a comparison) A N-methy|-2-pyrrolidone as a solvent the solution 
which carried out the heating dissolution of the raw material with which polyethylene-glycol 
#200 consist of 36.0 % of the weight at 120 degrees C as a non-solvent 36.0% of the weight 
Nitrogen is sent in and it considers as the shape of a hollow filament, and water, a N-methyl-2- 
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pyrrolidone, and polyethylene-glycol #200 passed the inside of the freezing characteristic liquid 
with a temperature of 40 degrees C which mixes and changes by the weight ratio of 60:20:20, 
and made it to extrude from the outside of a double pipe nozzle and solidify from a core. Then, 
rinsed, after infiltrating 50% of the weight of a glycerol, it was made to dry with a dryer, and the 
bore of 201 micrometers and the hollow fiber of 28 micrometers of thickness were obtained. 
The void from a 300 time SEM image or the network structure of the cross section of the 
obtained hollow filament is not observed, but the hole from a 5000 time SEM image on the front 
face of inside and outside is checked, and it is **********. The content of the hydrophilic 
macromolecule from IR analysis was about 3.5%. The intensity ratio of an inside, a middle 
lamella, and an outside hydrophilic macromolecule was an outside > medium-rise = inside, and 
the distribution number was 0.14. SC (%) of the beta 2-microglobulin of this hollow filament is 
25%, and did not satisfy the requirements for HPM. In the endotoxin adsorption test, the 
endotoxin concentration of the liquid after immersion is 0.2~6r less EU/ml, and adsorption was 
seen. The endotoxin concentration by the side of blood is below limit of detection, and most 
invasion by the side of the blood of endotoxin did not have an endotoxin removal trial with a 
module, either. Moreover, the eluting material test passed with UV=0.02. 

[0060] Polyether sulphone 25 % of the weight, 5.0 % of thewe^rt (K-90) of polyvinyl-=-^^^— 
pyrrolidones, (Example 2 of a comparison) A N-methyl-2-pyrrolidone as a solvent the solution 
which carried out the heating dissolution of the raw material with which polyethylene-glycol 
#200 consist of 35.0 % of the weight at 120 degrees C as a non-solvent 35.0% of the weight It 
extrudes from the outside of a double pipe nozzle. From a core Pour water, a N~methyl-2- 
pyrrolidone, and the liquid of freezing characteristic with which polyethylene-glycol #200 mix 
and change by the weight ratio of 60:20:20, and it considers as the shape of a hollow filament. 
Water, a N~methyl-2-pyrrolidone, and polyethylene-glycol #200 passed the inside of the 
freezing characteristic liquid with a temperature of 40 degrees C which mixes and changes by 
the weight ratio of 60:20:20, and made it solidify. Then, rinsed, after infiltrating 50% of the weight 
of a glycerol, it was made to dry with a dryer, and the bore of 201 micrometers and the hollow 
fiber of 40 micrometers of thickness were obtained. The network structure from a 300 time 
SEM image of the cross section of the obtained hollow filament was observed, and the hole 
from a 5000 time SEM image of an outside surface was checked, and it was not homogeneous 
membrane but asymmetric membrane. The content of the hydrophilic macromolecule from IR 
analysis was 5.0%. The intensity ratio of an inside, a middle lamella, and an outside hydrophilic 
macromolecule was an outside < medium-rise < inside, and the distribution number was 0.74. SC 
(%) of the beta 2-microglobulin of this hollow filament is 45%, and did not satisfy the 
requirements for HPM. In the endotoxin adsorption test, the endotoxin concentration of the 
liquid after immersion is 2.5 EU/ml, and adsorption was seen. In the endotoxin removal trial with 
a module, the endotoxin concentration by the side of blood is 0.15 or more EU/ml, and the 
invasion by the side of the blood of endotoxin was seen. Moreover, eluting material tests were 
UV=0.11 and a rejection. 
[0061] 
[Table 1] 
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[0062] 

[Effect of the Invention] The hollow fiber of this invention has the penetrable high ability which 
can remove beta 2-microglobulin 50% or more in the system which actually pours blood, 
prevents contamination of the endotoxin by the side of blood, and has adsorbent [ high ] and 
inhibition nature to TOSHIN so that clearly from the above explanation. ** — like, in the 
medical fields, such as hemodialysis, especially HPM, etc., it has the removal engine 
performance of a higher undesired substance, and the hollow fiber of this invention has higher 
safety, and enables the therapy of advanced quality by the hollow fiber of the invention in this 
application. As above, the effectiveness of the hollow fiber of this invention is size, and the use 
will be expected very much from now on in fields, such as hemodialysis which reclaims the 
improvement to dialysis complication from a new index. 



[Translation done.] 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the 
original precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



DESCRIPTION OF DRAWINGS 



[Brief Description of the Drawings] 

[Drawing 11 It is the IR spectrum of the internal surface of the hollow fiber of this application 
example 1. 

[Drawing 2] It is the IR spectrum of the_outside surface of the^ollow fiber of this applica tion^ 
example 1. 

[Drawing 3] It is the IR spectrum of the cross section of the hollow fiber of this application 
example 1. 

[Drawing 4] It is a 5000 times as many electron microscope photograph as the internal surface 
of the hollow fiber of this application example 1. 

[Drawing 51 It is a 5000 times as many electron microscope photograph as the outside surface 
of the hollow fiber of this application example 1. 

[Drawing 6] It is a 300 times as many electron microscope photograph as the cross section of 
the hollow fiber of this application example 1. 
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[Drawing 1] 
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[Drawing 2] 
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[Drawing 3] 
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[Drawing 4] 




[Drawing 5] 
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n [Drawing 6] 




[Translation done.] 
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